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[0001] Ru^mmi^m-r^o 

[0002] mi^n. skm'^^m7^-r^n'k^^w^tcmm'km^m^mir^m^-(:h^o — 

tE-r^o -torn. ^^(iai^.s:W^{^^iiL. ■^i!7xn-7-r^iy:^xfm'^mm'^t 
^j^it-r^o i^&i^mm. ^m'1k(Dm^^R}t. mpikm(Dj^mm. ^a^ttsik^^tc 

[0003] ^^smmt. ^mmm,. ■^-(h:fy^>'Rzj^i7i^m^mmt'r^mmiM. m^co 

[0004] Jit^{^*^-r5i;:/^N°«^^IJfflUfc^^^^fe(D-oirLT, ^^Yti-^i^tj^t^xf^my:. 

fc'SCrStijby^^^-^'J^CLAlOi^lfeJ. Immunol. (1984) 132: 2123-8; J. Exp. Med. 
(1982) 155: 1823-4l)„ UKKWMXn^ m^\'f.. m-^(D6SLm'¥(OT^y<n^'m\^S^i\. 

. :L<D^WMW^1)\^x.X\>^fi\^^^-m!^T^^<^K^^^^—'^^^^^^^ <D^of^^ 

[0005] ^»4^jNflBS (dendritic cell;DC) (CoVnT<D^%{*> \990mX\^X^X^^hmm.tfy\^ 
it^LTV^-So DC«. ^tif^^jiW^m^mx-h^^t-h^^^hinXio^. ^W^^^^X 
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x^;w<—Tm^^mmu ^<D^^i'y<—Tmm^x'o. ^^~TmfinRxf-r'^^'7 

[0006] z(oxo^j:m^mfi^^mmi:fc^^mmmmit. ?^yy—^icni.xmm^^^jt^ 
m^ntc. ^fc. ^i$^\Hi^i^Mi7iW^tmA\^tzm^\^^^^:^&Rjt^xi-i. ^^m. 
m^nikLtzm:\kmm^^v>'y<mi^^W}\^. v>y<mizn\^xm.i^.^m^-r^^t^> 
h.mm^(Dm^p^immmmmfi^^mA-r^i^mmhnf^tix\^^^m^mm. 

[0007] ^(Dm(Dskmihm!i^^m^tii^mi^mtvx^ -^^^^7—^^{cx^^mmm(D^^ 

{cj:«9. mm(Dw^mm^^^ti?>:Ltim^^tix\,^:6o ^rT*th(;i*3v^Ttj. * 

mmKm^^A-i-^:)^mtimmm:i^m^tix\^ ^-So 
[0008] 'AmRxfmmmj^m(D^<-d-^m^tLX(Dmm^^\^.v:^i^vt<D^'kKx^. 
f£mm}t^^^mM-r^mmi^v-r/\^^^m-r^zt:d>mhtix\^ ^5o —^m^ 

>'VRu^^i$:(Dm^^^^ti.x^«Dm^7i)mt>iix\^^^o !^nx^iRxi2iy 

C»i57n— >';«i^e>tbTANG0353,b#^ ^n^cfl^mii^^ e K^=i— Ki-'5cDNA<D^ 

^#{^oV>TsE«ib-rv^^o ^f^:$Cii^i:S.t/2T1*. -^rtD^jfecD^lcS^Jt, 

mm'^tmm-t^m^(Dm^mi^i^m\^m^tBd.i^Lx\^^^o uA-b/i;*^?^^ 4^|ip:sc 
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[0009] B:ktj:^yM.wmmmmm^i^xis<o. miiki'^m.-yx^yT^v^^it. ^ 

\^^::^tL^h(Ot^:^hilX\/^^o HiCEP(high coverage expression profiling) S^ff 
i^. i^mm}irM^MWLP; Vos et al.. Nucleic Acids Res. (1995) 23: 4407-17) iZ 

m^^^xm%^tlfc:fjl^X'^^o HiCEPS^^ffl^^fc3^m^n:7r'f!)>'ir~-t:1i. m 

m^mit^mxh^). ^=i-v^^^, ^Mxf^^<Dm^^^mii^-r^^t^-x 

[0010] 4#l^:^S)^l:*ia#l^4^MUS2002/0055139-i^ 

#^^l^:S:ifel : Fukumura et al.. Nucleic Acids Res. (2003) 31: e94 

[0011] mm^m^^m^iz^\^^xi^m^tL^mv^M\mj^u-^^^:7T—i^n. mm-h^ 

. mm-r^:^m-d^^ix<m\^^btix\^^^o mnm.m^^fm-r^:)j^^xi'i. mm^r 
■:7^]^ai~^y^^fcmtmm't^mi.zxy)mm^^7^mi.x^^=5o ^(DXoti:^^m^:f7m 

t)mm{z^^^ti^m^t>^m^^t\^^'^mMf)^h^o t.fc. cdi4. cDiib:RTj«cD33 

^^t?\,^<-D:^^(OmminlW.^^^^^t(D-^—t>—tl.X<i^^Xh^:d^K X^mM^tiM 

[0012] ^zx\ ■^'y:^mm(D^^^mwmj\^^-(bm6o,ooom^^(DtnRnA. Rxi^mm 
^mm^hm57.ooom^^(DmRNA%:^i\sLUhucEPikm^m\^^x^m^^(Dmm. 

\^tzl^^MMMW&W.M^-?- High expression Gene of Immature Dendritic cells 

i(HiDEi))^i^^Lfc(iB^ij#-^: 1. m^M^i^i^x^='-\'^^ti^T^ymm^m'^^\ 
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^(soluble HIDEl; sHlDEl)(i^Sia3''iJ:iSH>?lJ#-^:3;T^:y^ilH^iJ:iB?iJ##:4)o 111 
[0013] ■^^;=^7fe^^;|t^b^^J5S^cio^t6i^^^^^LfcHIDEl{CoV^T, ^h^m^^y;)^ 

2RXJ^m3) i^^Ml-hTjkl^fZo ■^•>;^HIDEl^tbHIDEl<D, :^SBB?iJ<br^y^gB^iJ 

:^mmi^:i^^^xmtzfj:m-it-^-^—x:h^^t7!)'^7jk^ntz\ihH\DBm i^nxm 

i:Rt>*2{;i|Btt$tL5TNAGO353i:iS^ij7)Sl00%— ifeL-CV^fCo \^t}^l.fj:f)^h. 4#ff:St 
g^l :S tJ«2{Cfi , TANG0353i^T:ST>'By N°^^ J; t) iJ' a --:=>'^L/c:: ^ 

[0014] thHIDEl3t{E^^^fl^SicDNA^-r7^'^y— J;i9^n— z^>-iX-L. •^(DjI'Ik^M^^^-^ 

(CJt-<-Cfc#b;0^t:i||/?)^ofc(|ll5)o $e>l-. fiilcD^^-^— (CD14, CDllbi&t/ 
CD33)^^OV^T. fei;HIDEl^i*:^<D-fi^fe^=fTo/Co ^(7)^:11, fetHIDEH5tft:{^J: 
oTCD 14 J; J!£< m^^^fe , :S. OTIDEl $r-v— CD 1 1 b^^ljffi -r -5 

[0015] HIDEUl, HL60, U937RUTHP-im(Dm^^(Diihm^^J^l^^^^Xh 

mm^mi^hti.i^mmm^^^ts^'m-^—:h-tLXH\DEi^mmx^^^t7f>^^ 



wo 2005/070964 



5 



PCT/JP2005/000923 



[0016] &.±<DXoic. :^mmK^K)H\DEi^sf^mmj:mm-^~:f3'-tLx^mxt^zt7!)^ 
^^ixfz. ±i^fHicisi^x'wm^mm>hm^':^iti.timmt.. jkm^T^-hmm 

■r^:itt'^^htix\r^^o ^cT\ ^mm(Dm^'^—:^—HiDEi^^mt\^xm}i^'k 

—i^^^m^-t^^tr^X^^o ^tz. H]DEH-XV>^<m\M^m.L^XV^fj:V^-t7!)^ib. 

m.HiDEmi^tm\^^xmmsk^^hu\DEimi^mm^^^^. v>y<^^mm-r^fzib 

(1) HlDElSeK. 

i2)HlDEim^'?'<Dnmmm^nVXy^hV>'i^:^>h:^j:^WTXy^^y])V-^ 

iz)±mimtzit(2)(DmBm<Dmnxm.<i^-fj:<th8r^ymmm^^-r^-!i^]}^ 
Rn 

(2) xa(i)t-*5 V ^T. in.wt^^^\^fzimM^^\k\i^i-r^jL'm. 

RXJ^ 

(2) xa(l)^v:*5^^T. ^^^^-^Li^cik^^iNBIia^rlHlitxi-SXS 
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(1) ^^«^-7i^ci>'T— i^:9-^b^^H^^#?S TT^-^^-rSXig. SU^. 

(2) xa(imt«$tLfc*ii];is^ ci ] SEm<^^f^<!:^^i5i$ii-. HiDEi (^^m^^^ 

(1) «^nfcife?«ISm5f ^ C 1 ] tattOja^i^ftib^-tir^X^. 

(2) xa(i)i-*5v ^-r^nL^i:^■-a■ufc«/r«^IHIl|x-rsxms 

(4) xa(3)-C^^*$4^yc:^flJia^[l)tBtt(D^rL^^^M$-^^. HlDEK^^m^ltttib. 

fee 
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ci3] mm^intcm^mmi^Lmmmm^m.m^m^^^'^^T.m^^hiz^t^^ C12 

(4) Xm(3m$«$tufc«^Cl]fE«c(0^fls<t^^M$-y:. HIDElc^^^^^l^mL. 

(5) xa(4)^^*5V^T^'fbLfct^HlJ^$ttfc^fflSa^-7^5'^7r— i^^^LT^^-rSXm 
[16] ^itb/c^lS^^ibt^fgtt^bi-^xa^^tp. Ci5]ifi«c(D;^rfeo 

/c:f*Cl6]|B«c<^;^j*o 

[18] ^J^cDxa^-^tf lJ>^-^°^oiE]iR:;^j£o 

(1) {l^Um<Dm.Wt. y>/^°^^-^tf^%;te>n5Jk■M)jaKM<!:^^M$-ti^5X 

a. 

(2) ^^^*:{:l^^'^$tt/c^^^ofcJkf^^EO!IS^l;>'^^'^i:LT(s]I|Ji-rSXm. ^Xl 

(3) xa(2)^::ioV^-r[H]lIx$tL:fcy^/^^^±M-r5XfS. *3J:r>^ 

(4) iLumz.i6\,^xi^m^ntz}r^y<^^mmt\.. mmtT^^m^m^-r^T. 



wo 2005/070964 



8 



PCT/JP2005/000923 



[0018] fc-5VM4;*:^0Jfi, J^T<^(l)-(3);6^f5^^$n^geK. ^fc{4^i;-<^5^K(c^ 
(DHIDEIHSM. 

(3) ±iE(i)*fc:tt(2)(^s 6 W<^®f Jt-efc«9 . ^>/<e <it8T^y 



wo 2005/070964 



9 



PCT/JP2(»05/000923 



[0019] [iai]-7'>XHlDEl(mHlDEl. iE^lJ#-^:2)S.t>'-^!>^5>^^5!lHlDEl (sHlDEU ifi^ij 

[Iil2]-^'>;^HIDE1 (mHIDEU iB^iJ#-^: D&U^thHIDEl (hHIDEl, @a^ij#-i§-: 5) (7) 
mRNASS?iJ^j:b^Lyci|2IT'fe5o 73.9%(DiE?IJtiPH4/55|gsi6ibtLfCo 
[E13]-V!>;^HIDE1 (mHIDEK Sfl^lJ#-§-:2)^U«thHIDEl (hHIDEU gB^iJ#-§- : 6)(7) 

[l2|4]^HIDEl^^(^l5l#^il|§Ufc*Sm^^i-|l|-efo-5„ (a){i. hHIDEl-igttIg 

;iShHIDEl-ilt*|gm293T, fiSi^;6W^^293TJ;i*j-i--5^HIDEli5imiH12)(D^ 
it^^-to (b)(i. hHlDEl f§^293T(H)St>*fdl(^Myc-tagS4'g-^ S W^^IlLfc 
293T(C) iZM-r^^HlDEim^i3F12)^m\r^fL^^y^^>'y'uyy^4:^y(^^^ 
i", AKt^x^:/3>'hn— /^{C^Myc-tag^^(MBL)^^V^fc:o /K>?7^^^=ii/hn— /I- 
O^^^^KO&a^^^T'^-To (c)(i. hHIDEl^m293T(H)tflfe(^M 6 S^lgmbfc 
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(lymphocyte). ^^imonocyte)RTJm^Mgranu]ocyte)l^:Am^iltCo (b)ia± 
Isotopic controllCj:^PBMCCO^-fe^tTofcn^:i:t:^-ro (c) PBMCt^FSiSS 

aa}cy-htr;&^ft/c(A, B, C)o (b)PBMCi^i^^FStSSXmmm^)U (a)<Dmi^ 

*5it5Ao^fls*H( cDi4(++) & i7iH\DEmm+))^m^x^vfzmm.fH)o (c) 

PBMC^f^^FStSS-eSP (i^cfe) L. (a)(Dll{C*3(t^BcO|fflflS^H(CD14(+) & fct 
HlDEltam+))%^#.T'^Lfc(?ig{|^rt)„ (d) PBMCrfefl^^FS^SS-e®M 

l^mmizy-h^:fy^ifti{A, B, C)o (b)PBMC^(2is:^FS^SST*Jg58(ij^#,)L. (a)(D|l| 

i<i^if^A<Dmmmm (cDiib(++) & mHiDEii7im+))^m'&x^Ltzmm\^)o 

(c) PBMC^fli^FStSST'aM (iX^) L. (a)(7>|lltCiotj-6BcD|ffllia*a(CDllb(+) & 
^m.HlDEmm+))^m^X7T^L.fzm^fH)o (d) PBMC^#:^FS^SST'®M(iiJ<fe)U 

. (a)oiat:i^3it6C(^*tBiia*a(CDiib(+) & in.HiDEmm-y)^m^x^Ltcm^ 

A^MtLo (b) PBMC:^ft:^FS^SST'Jlg| (ijJc#,) (a)(^ll!JC*5(j--5A(D^flS*ffl 
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(CD33(+) & ^HlDEl^#:(+))tr^fe-e^Lfc(fift^l^). 

So (a)(iU937. (b){iHL60. (c)^mci)(±THP-l^#>!r it#l^efl^<^bTfflV^TV^-5o 
(a)— (c)l?{±, mBi^in.HlDEi^ «g^^;6Sisotopic controKD^^S^^-To (d)l?H, 

[|2I10mhHlDEl^^(lH12)<!r#M^^^«-^--;^— (BDCA3)^ffl^^/ct^?|^r^' 
jk^afla(PBMC)(D-fi^#,^^Lfc|i|T?fc5o (a)PBMC(O^HlDEl^^i^(lH12) i: 
Isotype control(7)-fi^fe(b)PBMC(D^HlDEl^#: (1H12) ,bBDCA30-M^#,o 
m 1 llfetmHIDEl^i* (5F8) ;57— (CDl lb) V ^fc-7^>;^*tft'ifil*|D!!S ( 

PBMC) Oi5LHIDEl^|*:(lH12) asotype controK^^ZlM^feo (b)-=e»^7P?.^t^^'jk|ffli!&( 
PBMC)(DStHIDEl^f*:(lH12),h]4i^-^— ;*7— (CDllb)(^-fi^#,o W-^-^^JiW 
*fflli^<75^5tHIDEl^i$:(lH12) ilsotype contro\<Dr.M^Md)-^^:^fl^mfmfl^(Dlji 
HIDElfcT;f^(lH12)i:¥^-^— :*^(CDllb)(DZlfi^'feo 

[|1112]trLmHlDEltn:f*:(5F8) ;^7— (CDllc) ^fflV ^f^:-7'>;^7fet^'lfa^ 

fl^(PBMC). :S.t>'-7^;^^llil^JISO-fi^#,$r^brclllT'fc5» (a)^'j7;^PBMC(c:^ 
-r5^HIDEliiL<$:(lH12) ^Isotype contro!(OrM^#,(b)-v>^r^PBMC{C>[ti-S^5T: 
HiDEii5if^ (1H12) (CDllc) o-fi§^^(c)-^ 

-f-5fetHIDEl^fls:(lH12) ^Isotype control<D~a:^#,(d)-rr>;z>J3$llt^^J|^{C^-rS 
^HlDEl^ft: (1H12) ^TO^fl^-^— (CDl Ic) (^nm^-fe 

[0020] [*^-^-;^7-^mffi^«^] 

:*:|gB^l-J:«9.HIDEl^-^— ;<7— ;?7— CD14<ti9'bJ!£ 

J^to/Co -^ZT-. 7|c|§0J{cJ:f9¥^-^-:^-(HIDEl)1tai^i-6/cie)c^*rCf*^s$i§t$ 
(1) HIDEIM&K. (2) HlDElil^^OtSMiB3?iJ(i*|-LT;^hy>'v=^VK.t^# 

TT^^-r:/yy-rxi-s^i5^i/;t^KiE?ijf^j;'9='^K$nsMes. *fc{t(3)^nf> 
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[0021] T% THIDEl J S/cti THIDElg & tli. HIDEl)t^^{^J;«9=3— K^^-S^J^y 

[0022] tNHIDEl(DT^yg$gH^iJ^jffi^iJ#^:6(C, ^n%='-K-r5±^Si5E^iJ^iE^iJ#-^: 

\..mhixfz:^'^^^<k^<D^-m^^^%^^^xn^z.hfi^x^-!bo 

[0023] HIDEiaiS^OlSMiB^'JtC^bWhy^-v^a.^h/^^^TTvN^y'^-y^VXi-S^ 
^L/^^KiejiJf^. HIDElat{5T-{cMbTi«V^tSlHl'l±^*b. HIDEl<!rl^^/^mtg^ 

liia^iJf;i^^UT^hy^t^;c:/h/i^#TTvN-r:/y^$^-rXi--5^i^i/;^-f^KSa?yi-3 

^^0^ (ci^sv ^T. ;^hy>-v^i^^h7:t/N'r:/y^-^-^— iy3>'(D^#<bUT{i:ir^^^ 
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XSSC. 40%7^/^•AT^:KT'25*C■r'^T9o H{C$t^t<{*5XSSC. 50%;J^/VAT5:KT' 

$f*L<fii xssc, 55x:x'mi^-r^o m^ti^^i.<itixssc. eox:.xm^-r=bo 
[0024] ^w^^h^m&n^mm.l^x^^^u mz^i^rxmcDmBm^^n-r^i^^ibm 
wmc^iii^tifj:\^^t^. ^<Di7im'^t(Dm&m^'^mmz.mm\^xi^^tmo^t 
Hf^x^^o ^JiWtmJ^'M.(o^^'^u^Mt. 4M./Ty±^(Dj^.mi'^x^xmmmz.n 

t'(D:^m^m\^^^:itr^x^^o FAcs(:i*3v^T(4, :^i^y'^^m^(Dnmmi^&-^ 

[0025] ^|#^C$f^LV^r^>^-^UT^i. HIDEllie®cD|l7Ktt^5Js!c^^c(i*ffif^jjfeM^^^ 
t^m)it^mfhi\^^t^. HlDEllieK*fc{iHlDEljl^^^Oti1iSfi^"J(C^LT;^h 

^\i^mm^\^\t. HIDElMSM^/cfiHIDElil'S^c^tSMiE^lJt-^PiUT^by^v^ 
fct).8i^JL±(«^y;i«, 8. 9. 10. lU 12^fcfll5)OT5:y^^S^Wf 'S^y-^T'^K 
[0026] :^W^(Dm.m-tVmE\ic1iW^^\^X^^h(DX-hi'\.\~S.i:<. ^-V^n—T/V^W. 

Fab\ F(ab') , Fv^). ^S^m^mW. -:*:mm#:(scFv)^;65'^^il^o :^^m<Dtn. 
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[0027] :^^m<Dm.mt. <ik^(D^m\z.xy)mM-t^^t-t)^x^^o m^\t. hideim 
. %f^\%^(Dtfm\>m}i-^m^^^%mwim\z.^m^^:Lhx.-^x^ -^mmmt^h 

\^^m^(D^w^m^ir^:Ltt^x^fL\tii<m\z.Wi-^^iri^j:\^^t^. —mma-t^ rn. 

W}i^^-^^W}^tl.xm V ^Tt j:v ^o 
[0028] :*:^0J<^)^n^*:^#5fc:J6O^J^tLTf*, Sfi5^0(l)HIDElSeil> (2)HIDElit 

Sa^iJ{cJ:i9=i-K$tb6^ SK. ^tcU (3) ^ixb(l)^U<(i(2)(DM eK(Z)'>/^<i:t> 

L\^^m.w-m}ft\^x. H]DEim&w<D^^mm\mm^tix\^^^^^^mi>f^zt^^ 

-etSo fcct;t{^thHIDE10^'^tZ{i. ia^iJ#-^:6{C^i-T5:y®?SE^iJ'f . ^flS^K 
M>it27-117iiL<DT^^mmi:in'^-r^o Lfc:i^^o-C. thHIDEl<D27-117{i 
OT^/^BElJiJSr-^3>^y-<>^^K, mWC27-l 1 7{4(7)T5:y@?ffiB^iJ;«i^e>3l^$tt 
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[0029] mm<Df^^^^-r^^i^(Dm^^mm^tifzmm^hi7ii^m±mm^i^^ 

^^mt'r^:f?mtvxn.^mB^^mAvx^mt^n^:^mh-'A^x^^:bK 
m m fj:^^t2—-^m^ntm^^'^xy^4y'v\''—^^i'^m-r^:^^ m^it. Methods 

Enzymol. (1981) 73: 3-46#BS) ;65-^6^T'fe5o nh^ti^i^m^mm^ki^mi^. 

mjn^i^m±m^'eyi^xn^-)-M/LWtvxmm-r^zthx^^^^. '^^.mit^ft^cm 

[0031] mi^Wf}i-^^t^:^mM(D^m-i. •:^^y'^>ARrj-yx2y^^>'G^^m\^^X^i\^R 

. f^^it^. mmmm. mmttm. ^^ttMi^)^m^^'itmm-t^zti,-^m,x^ 
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60 ^<whntim.i^(Dmmii. mtftmm^. mmm^'^m^Amm'^m(EusA)m(D{d: 
■^^tfii^m. mm^mm^m(EiA\ tkm^mm'&miRiA)^ BusA^i^xm-^'c 
[0032] [M'mcD^.mRi^y^tmmi'] 

[0033] :^^m(Dm^t^^.tii-t^:fjmn. ^-m-dm-^i-^mm(onm{mm-r^:Lt:^^^-v 
#5o m:^it. j^mi^^B. ^mm(ommRi^^. ^mm<Dmmm. ^-m^Bi^mm 

m(Dmiii^n^:itizx<o:itih(Dmm^<^\^^xwm-r^zt^^x^^o ^tc. mm^ 

[0034] rrT\ fskmmm^n] ti.xn. :Linib\zmm^n^Mxitti:\^ ^-ak m^it-wm 
. mmiia.. mm!kfj:t'^mif^^t:f)^^x^^o mmi^l^\^^^m'imm^■t\^xmm 

^^^^ti^o mM-^m^^mm^^m-r^^t^^^x^^m^. ^^^^mi^^^^xi^m^n 
^mi.<n'bw±^m(Dmm>h. ^mmi^:is\,^xm.m^ti^ikmmmm^m^ 
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[0035] skmmmum^m^ti)^(Dmmt^mmmx'^^. m^it. ts. -^^^^ vy 

[0036] H]DEiRxfi7Li^t(D'^^Rft^n. ^M.yry't^cDWM^mmLx^m-r^^^tTi^ 

^^x^^o ^tz^ ^mm<Dm.i$^^^:t^>iti.xis<^ti^xy). T\fV'>^ :^hi^yhr 
\fi^>^m^m.m^^fzm^ i^mmmi^m^^^^^th-^mxh^o ^Wimm^ 

'^i.timm^^tiiRU'M-r^zt-hx^^o ^ti. ^^mm.wm<Dmwi(D^m^^ 
mn\^m'^-r^:Lth'^mx-h^. 

-mm^^mvih-r^mik. m.^^-^fz.\-m.mi^(o^w-^m-f^z.ht^x^^ 

W^m^^^^:LtifiX^^o 
[0037] *^l^om^-^-;*;-^ttlffl^fls^fflv^T*^^^!^6<j(c^ttti*fc{*^»i- 

^')o^h\JX\'t^ (Monoclonal Antibodies: Principle and Practice, 3rd ed. 

(1996) Academic Prcss#B?J . ELISA. RIA. ^W^mL^M^. f^mWmk^^m 
(Op.mM^{C^^^^{*SA^\-f.. ABC&. CSAfe; Monoclonal Antibodies: Principle 
and Practice, 3rd ed. (1996) Academic Press#fi^)^ '^^:^^l^':fx2y=r^:y^^ 
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^^-h (FiTc) ^tz.\%y^^:y^'):^T^mx-m%mm.'Lit.m^^m.\^ \ ^^k^iy^-r/v^ 
[0039] MMi^tzMm-t. n-^\^<\-t.jk.miSLXf-T^ym^m^f:.'^m^\m^(Dn^(D^m 

(RPMU IMDM#)4'Tit«-r^::i::e'S-C'^^, ii^®^#TT% $f*U<(i37'C 

[0040] wn-^-ti—tLrccmAt^^hnxm. cmm^MMi!)^h^m^fd^mmmt 

:fe^*ffllia)^fe{;i't>fflV^^H"CV^^(Pickl et al., J. Immunol. (1996) 157:3850-9; 
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Jefford et aL.Blood (2003) 102: 1753) o ^m^m^mm^t^it^'^tcm'Br. mfi^ 

■56-i^^< i'^immx^2-2 H t?) m^vfco gn^. mm^hm^ma^'-^'Ait-t^m 

[0041] [:^:yh] 

#!^$tLTV>-5^^(c{i. f^^m;6^Mi«-r^ix^&S^. S#^;e>5a'l4*i^lc^'g'$ 

[0042] [^^*(D5}-^b-S|2»] 

¥^{l3iS^.e-y-'l'h;^7-r^^{^ffl$-fr'5:ii:(;i<t'9. ^i5'P:7T—v? (Nature (1987) 
325:262-5; Nature (1986) 323: 86-9; J. Immunol. (1988) 140: 1345-9; Jpn. J. 
Cancer Res. (1989) 80: 59-64) , W;|^^SS(^?!j;t{i. Thurnher et al., Exp. 
Hematology (1997) 25: 232-7; Schuler and Stelnman, J. Exp. Med. (1997) 186: 
1183-7#BSJ^ ^'fl'^flS(Lacey et al., Endocrinol. (1988) 136: 2367-76; Mundy, 
Bone and Miner. Res. (1993) 8: S505-10; #M¥ll-196864-§-)^(c:5^^ki"'5C<!:755 
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[0043] :^mmi^M^(bi'l. \ih^miSsL(Dm^t)^hGU-CSFRmL-4KX'^X^it-±m^ 

"tfzm^mm. RrjM'mM^mm^(DTHP-\^^itmmm^x^^^s/uyn—;uai 
y^y'Mzx^x^it^'^fc-^i^^vT—i^mmx^t.HiDEicD^m.^m^i^-^fciim 

nh(Dmm^(D^j^i\:.^m%^i-^^t7!}'^x^^o x^x. ^^mi^xy). hideict)^^^ 

[0044] :i^mm(Dmvitroi<i:jrs\^^xmmx<om^mm^mm'r^:i^mit. 

mm^^Aimmm^(D^^rxmmi-^T.m.R-c^(2)mm^nf:imm^^^i-f^ 
HiDEi<Dmm.^:$^mm<D^^^m\^^xmHi-r^T.n^'^t^h(Dxi^^o t.fc. 

^HiDEi(om^^^mm(Dm^^m\^^x^iiii-^i:m^^tsh(Dxh^. t^-^hco 

[0045] (DC) <2^*P(D^fe(;iJ;i9¥^;0*^S|3»i-6ci:;e»s-e#5 (^[J^f^ . J. 

LeukocyteBiol. (1996) 59: 208-18; Thurnher et al., Exp. Hematology (1997) 25: 
232-7; Schuler and Steinman, J. Exp. Med. (1997) 186: 1183-7#BS,#flSJ„ Ztlh-^ 

■t^:^i!i:Xhm'-\^mm^j^immm^ti-xmm'r^^ti^^x^^. mnm-^^ 

d:7t- tn - IJ^H^ (GM-CSF) JtmL-4#^TT'i#«$tLfct i5t 
tl^^-f'^ZLt:dmW^tlX\^^^Q. LeukocyteBiol. (1996) 59: 208-18)o J:oT. 
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[0046] Dat^<D'Ait^m^xK)^f$.mDctn^mDaz^ym^th:bo m^mwmmi-x. r 

f!m^mM<Dm^M. CDSO, CDSG, CDSS. MHC-1, MHC-im(Dmm.^W&l.t-t^o Ik 
tL{cM-^-t-6CD40. CD80, CD86, MHC-K MHC-II(D^^^S^— ^UT*5'9. * 

[0047] t h^t^' jk^a^e^^gf^ixfc^m^iL-i . iL-2. mmmwm^ (tnf) x(*-r^^-:7 

J3S^*mtt^W-r§-^i5^n:7T-v^^lft*T'irSC<h;5^$B^$tl.TV (Nature 
(1987) 325: 262-5; Nature (1986) 323: 86-9; J. Immunol. (1988) 140: 1245-9; Jpn. 
J. Cancer Res. (1989) SO: 59-64) o ^M¥5-130863-^<i^#(^(i, IL-2:S.mL-l*fc: 
{tCSF-l^{^ffl-rSCt(^J:'9.1^i6Ti*V^^fflJ3S«$?Stt^^-rS-7:^'n7z-v^;eiS 

[0048] ^^*iafl^s.t>*-^i^n7T-i^o^^t^'^ffli-S^^*lflfla{i#{c:PS^$tt-r. 

Ik. j^^lfo. #M#75^f?#^:^x5^(7DOm. THP-K HL60^O^U937^(^^^?^i:^^ 

— v^<^5^^bfl^^^^il8-24B#rB^;el^;?)^6z<^;os^e>nTv^5^<^;6^t. ^?*L<{i, m'->x 
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[0049] mmmRxj^-^i^t2-:7T—i^^m^-r^:^m 

[0050] — -^i^p^T— ^mmm(Dmm. mm. mp^i^mm. s E.:^mmBRx)^ 

^tLTt (iKp*2001-504683-^<2^fg)o ^^§q(^:^?fe^^J:•9fl5l^#^;^^6-^^^:77'— 

[0051] -^^m<Dm'^'mm.ix)c)^Wi%-r^^m\^. {Dis^mm^^DCMtmrn-m^co 

[0052] 0mts:m^%:^t^5SD.mmm-i. m^t^a)shLmmum^^mm(DHiDEi-^—:^ 
-mmmiTiWtmn^^^. ^x (2) m.i^t'^-^vtiskmnm^\Bii\^-r^zticx^ 
m^^:itr^x^^o ^^xm V ^^skmmmfmi'i^m^-^t^h(Dxh^m^m^m^ 
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[0053] j:oT. :^mm(DDc^m^'t^:ijm(D-mmt\^x. (Drnj^^tifcskmrna^u. 

(3) mi^^^i'tfzskmmm^tDc^immm^^^r'cmm^^T.m. (4)mm^iitL 

[0054] Dcn^(D^m^miMmf^^Dctf5^n^Daz^m^ri^o mmoci-i. nm^m 

m<Dm^. CD80, CD86. CD83, MHC-I. MHC-U^(Dmm.=kWmtir^o 'ki'^mit 
-f-SCD40. CD80. CD86. MHC-I. MHC-lKD^mU^t—^VX^^. ^^mOCX 

^f^mt}i^mDc^miii-^:Ltih(D^mRrjx^fci-i-^-^~^mmt\^x^hi^ 
[0055] ^i^\Hiz^^i[n.m:^mAvtim'^^^mz^^mRJt^xn. ^^^m^n^i^tz 

m^mmm.m\hm&.mmiDci))Tbmm^tix:3^^. ^^m(D:f7miMm^^tifc 
mcw^^mizioii:6mmRjt^(Dm^mmh<^^x:h^.tzt^ii^mmDc^^ 

-^{cioT. IL-10(DMf^. fc^VMi-:^-r— ■^T$iejia:ei^bIL-10^^W$fJ'l4T^im^5^ 

-)^^#-r5{^ffl^^-rSo <t«9=ir^6<){c:(:i. iL-io(*. m^/w<-Tfms^'^^^ 
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[0057] ^fc. DC^mW^^^^-t^mt}%:mmLX. DC^ti^f^^mA-r^mKin vRro^^ 

[0059] :=^mmmh\t^ \ivim^^!kMW^t\^xmy^\ uxoEim'^M^^u^'t^zt 
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(2) x^.(i){cjoVNT. rjii^t^^i.ti5kmm^%:^-misxu'wn^^mmm^ti.x 
^m.mtsxt^y^tcnmm-t^fzi^(omm^mm-r^o •^ti^mMit. ^hidei^ 

[0060] —:tj, :^mm(D-^i^^-7T—'^^^m-^:ljm-i. (l)ifl?^«^-^i5^n:7T— 
[0061] U;5^b?:e75Sfe, m^b/cm^J:>9#^ttS-7i^n7T-i^tr^>ft(^f^i^*fc(i^P^^ 
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[0062] ■^^u^T-i^nm^'^^^^^m^^v. f--rh;*'f mmm^f-. ^^ie^It^x^^- 
T^^6o "tzm^ :^mm(D-^i^x:2y7-i^^WLm-r^:^m(D-mmt\^x. -^^7x2-77 

IFN-y . IFN-a/j3 , IL-l, TNF, GM-CSF, -^i^D^T— :^i®^PJJi:H^=^ 
[0063] [y^^/N°^<DlHll|X-^#] 

^^ijffibTiH]Jix$nfcy>/'?^^^e>t;i^^^*:^t^*3v^T^tt<bbT^tt^by>^^-?^^ 
[0065] v>^-<'m^^!!sL-t^fz^(DiSa.mmfi^nntL.xit. m^^-^t^t(Dxh^m^m:L 
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^W^h\^^:Ltii^^h^X\i^^{m'm\:?y-y^^nm^\i. Immunol. (1984) 132: 
2123-8; J. Exp. Med. (1982) 155: 1823-41) » ^^"C. ■^^^^(D:>jm:L^^W^^^ 
>'/N°^^IL-2tcJ;0?gti<bi-5^^{^J:«9 > LAK*IH)3S^#ar ,h;65-et;5, 

[0066] WJS&tD^-^] 

^n^^m^bmm^th^o ±m(D^:fjmic^<ow-m. w^^tiiwi\5L^ntim&^^. 

^■^it. ^mi^. mm[^. m^^n. mmp^. wmp^m. ^mmRxfmmcDmmi^it^ 
Rxj^mm(Dmmi^!t^\::'X^m^tm'^m^-r^^t^^x^^o mn. m^-^ 

[0067] mmtv>^y<m (lak) mmcoM^^BtLxi-x. mRi:^^mm(Dm^Mmtf^mf 

m^B^tLxmm7f)m^tix\^^^o t(Dm. cmm^i^. Bm^i$km(D^-f^^^mPik 
mi^h^^Ami^ibiix:i6<o. m^(D^B:ti^m^-r^zt. ^^Sf-mm^n&ot}^ 
x^4/^:^m^mim\.xhrft>ixxi^^o M^i^mat. m^^^hm'^mmi5m\)<D 
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[0068] mf:kmm(Dwmwj%: b ^t-r^mi^iat. m^mmm. m2mmmzLAKmm 

^fzv>^mtmm^j::^mi<ixK)m^^^^-r^^ti-x^^o ^ 
[0069] it4^*iflfla(Dc)^i5fe'b. mm^(Dm^\^mm<Dwm^m. mm^ b mtLxnt> 
ti^o sfcDCfi, m^^m<Dm^Rxj^^ ^ft.&^mi^i^\^^x^m^^imm-r^(D 

[0070] m\:im^m:L^m^^mm\^fzM(Dnm^m. %fz\-tMm.. n^. T^^m. t^Tm 

mm\H-^(Dn^^m^-r^:Lthx^^^ mmm(Dmm-^(Dmm^-^^B^t-r^ 
m^. i^^-'^icitccT^mm-r^^thx^^o mit^m.m^m^m. Bmm\kmm 

bnx^fcDctw\m^j::fjmiMm^^^^-i-^:Ltt)^^x^^o 
[0071] -^^uyr-i^it. mm. mmmm^^^/i-p^mmm. i ^^mmmRxj^^m^ 
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fj:is:^mmm-\cioi^xB\m^titc^x(D^nt^m:scmii. ^mtLx:^mmmi^ 

[0072] 1. fctHlDEltn:(2(5:<^^# 

M2^^ibi|^^^^|BJiai§i^-<i?i5^— pcDNAS.l (Invitrogen) (C^n— ^^^i^^Lfc ( 
pcDNA-hHlDEDo «l|^ttfc-<i5'i$^— Ti*. thHlDEl (hHlDEl) (DC*{|lJ{^Myc^ 
i/;OS|!|j^^tLTV pcDNA-hHIDEl^y/-t^:73ii^NT5:>2000 (Invitrogen) ^ffi V ^Tt 

hJ#«*fflJ3S293T{C-iiti(CilAL. ^(0^:^^t■^b;i^fch HIDEHSMlS^^J^tL 

[0073] 2. :7n— ^^^M^y(FCM) 

h HrDE1^^293T^t'a«S?^M293T^-?:tL^;Jx. 2mM EDTA, 0.5%BSAA'9C7>PBS 
ICllil^b. ^n^tll X 10'j|fBflS/'>^/^(O|fBJ3S^i^T'96weli:7lxd{^iX://U>^U— b( 
FALCON) (CitWc 700g, 4°C-e2^rB^jS'(L<TOMY Multipurpose Refrigerated 
Centrifuge LX120)L. ±m^MMVtio FcU-fe:?'^?'— 7'p-/^^^^>^/K3:5/i iTo 
?gsAPL-C55>rBl^SL./c^. ^W:^'yK— ^(lH12)_h?f ^50m l/wellJgS^PL. 
SO^BWi^tlo ^-iJ'r^Zf^>'Yx:i—/l^t\.X. 2mM EDTA, 0.5%BSAA'9<7)PBS-eiO 
f^^lRLfcIsotopic control IgG2a(lmmunotech)^^>^LfCo ^W-t<DRfZ-'^. 
cii/HC2mM EDTA. 0.5%BSAA"9<DPBS^100iix l^^PL. 700g. 4"CT'2^FB^3t'il>LT 

^HiiLfco z.i^l^ho-mm^Ml.xm^^^rr^fzo mwik(Dimmz.^ 2mM 

EDTA. 0.5%BSAA'90PBS-C200{^^3BRLfc:Goat F(ab')2 Fragment Mouse lgG(H 
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+ L)-PE(lmmunotech)^40Ml/welll?SsAPU ^?^-e305>rBl^Bbfc:o — ^^^^ 
Oixrc.;^, gfe}t^3(pl^TV^. mhk^2mM liDTA. 0.5%BSAA«9<^lml PBST'S^^U 
■^P—i^-YM— ^— (Cytomics FC500 Beckman counter) T'^tfr^ffofCo f^M^M 

[0074] 3. ^ HIDEli7tft:{.IJ:6PBMCc7)^fe 

-r^in. H\DEli7ii^(DRft^i±^m^tio i^-r. HhmUsk^^^. HISTOPAQUE-1077( 
Sigma) ^fflV^TPBMC^#^LfCo UT. PBMC^ffll>T2. OFCMirlUC^ff ^t? 

o/c. iDAft:^^-^, :7p— th^^^^y^^^^-CPBMC^»cD:k:^$a:^t^cSL-ez: 

i5tHlDEli5ii*:{-J:5¥^fe^=fTofCo ^(^^:^, HIDEl(i3t(;i¥3^(;i^^LTib-«9. 

, ^^0^^{cJt-<T&#<b;6^c|§;^^ofc:(ll]5)o CO^^fi. HlDEl;6S^^<orrL 

[0075] 4. ta:HlDEli5T:^*:tftil<0:9-{b-v— ;«7— Sr>fflV^/cPBMCCOZ:fi^-fe 

PBMC^. 2mM EDTA. 0.5%BSAA«9(DPBST'!i^^U. ■^n^'tilxlO'' cell/well(7)^ 
J3^itS-e96weU^l/^'>-7Vl':7V—h (FALCON) (CitVNfCo 700g. 4°C-e25^Wjs'll^ 
(TOMY Multipurpose Refrigerated Centrifuge LX120)L^ ±?f ^-^^L/to FcU"t:/ 

i57-:/n5/ij'^#i^^/Kc5 IX i-r^mim\.x5^^m^m:i.ti^. ^^-y^'^k— ^ (1H12) ( 

±?S^50Ail/weUm*PL. ^m-f305^^eLfCo ^-:>if7"^:/=':/ha— /VtLT. 2mM 
EDTA. 0.5%BSAA'9<^PBS ■C10f^^3BRLfcIsotypic control lgG2a (Immunotech) ^ 

^i^t(Dmft^. ^^:r^MC2mM EDTA. 0.5%BSAAI9f??PBS^100/x l^.^PL. 700g 

^^(D'mS^l^. 2mM EDTA, 0.5%BSAA'9WPBS -e200f^#f?L/cGoat F(ab')2 
Fragment Mouse IgG (H+L)-FITC(Immunotech)<^40;i l/wellT?Ss;i!)PL. ^i^XZO^ 

mw^mi^tio m^^zmn^tio mfi^^m.m^. 2mM edta. 

0.5%BSAA«9cDPBS-r-10f^#f^L/jiPE7^/^$tbfcfeT:#:^50 n Mr^^MV. 30^m 
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^taT-W^BbrCo ^^X^fciTimi. CDllb. CD14. CD33. Isotypic control IgGl 
(Immunotech)Tfc^o I^?f^^3|lltf V ^, FCMffl^^— :/{C^b, PBS-ClmIJc:Lfc1h> 

[0076] H\DEi(Dmm^i^it^^'mm^^^himmmn-r^tiii>. ^^-^-;^7-(di 

oT'fe-SCDM (ref.2) ^ffl V ^T^HIDEl^nl*<b(D " fi^fe^rtrofc (1116) o ^(D^^ 
, CD14^ttf«(099%(:iHIDElcD^m;6Sm*6btL/c(IEl6btc)o ^/cCD14|ttt 
HIDEl^tt*IHIia{iPBMC^>{CJ^1]2%#&-r5^<ird*b(l2l6d) . ^HIDElfet<*:t-J:'9 

[0077] BiJ<^^3^-^— -tr*>-5CDl Ib (ref.3) <i:f/CHIDEl^#:<bcD "fi^fe^tf ofcfg^ 
(Ii7). CDllb3S^(^^!lS^a(D^^<^A/<^';6SHIDElT*^fe$i^fc(E7b)o — 

HIDEl|^ttOm^Ba{iy>^-?^-Cfcofc(Iil7d)o HlDEHiCDllbJ;<9 
^iblCt>5lo(D^^-^— T-fcSCD33 (ref.4) t1^HlDElin.m^^^^M^^^ 
fcCD33^tt*fflJ^q3cDHlDEiP^tilfflflS(^fiJ-a^(*94%T'feofc(|ll8b)o SX±(D'^m^^ 
[0078] 5. ^HlDEmm^X^\::h^mmm(D^'& 

^fc. m.HiDEmi$^^m^ti-iihm^M(Dy^^(DfMz^ 2. (T^pcMiriwimj^^ 

HIDElfi, HL60, U937:S.t/THP-l^(7)^3^^0thjt^^lia{::4oV^T^j^^:a5^ 

«)bnfc(ig9)o i.ti7!)^'ox^tih<D\ih^m^mmM^m\'^xH\DEi(Dm^m^^ 

[0079] mRNA(D^m^;|titJL/c*S:^. -vii77^{Cliol/^THIDEl{lfiW*5i5(DMJ|:^*fflflat-B 
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m^^-^~ti-tLxmmx^=^^t^mmi^x\^^^o r^^b(^^m;e>^^. thHiDEUi. 
'o.H\DE\(D^W[^izioi,-f^mm^mmx^^h(Dtn^hn^o 

[0081] 6. !>^;^^>'^'c7yr-f'>'i5^' ' 
hHIDEl 3^3^2937 (H)i:. =i>ht2—j\^<DtM<im(DMyc^^m^^>'^<i^W^M^ 
LTV^'5293T(C)^SDS-PAGEffl*M?^'t"{C|)IML. 12.5%(DSDS-PAGE>>'/U^ffl 

^05'^J^^^^'<:/yK— J'itt (3F12) t^iS.XmmRlt^^'^tio 293T/5SH1DE1^ 
ISmUTV ><5ri:^«ftd^i?>Sfc:a6{C, ji— ;;!.Te6000{fi^(C^3§l?L/c^Myc-tag^ 

2k(-0.5%c7)Tween20^"atPPBSTM^i5t;»%#, WBulfer(20mM HEPES. 1%BSA. 
135mM NaCU 0.1%p-}ih'ri^iyy:j,=^/umm. 0.15%cathonCG, 10 (i. g/miym^ ( 
y:^J—/Vzf/V—)X^QQQ\^%^\^fz.^-^^:^\^ conj. POD(MBL)^:^ra-eiB#fBl 

S^S^^-^/Co — <ifcMf^^<7)Si^^^ . ^l^y'X^l-'CDm^^n^ \ super signal (Pierce) (z: ■ 

0:9-^»{*19kDaT*fc6:6S, hHIDElO^ilWK^-r>'(i4@EFfJ^0{^fii^^ft'5fc 
fe. ^t^^mi:bT23kDa,»:28kDa#ifi{C/-^>'K;05v^:7hLT;|tai$tLTV^5 (El4b)o 
[0082] 7. i^^itP^ 

hHiDEi^^293T(H) m.(D^>^<-i7'^^%m^x\^ ^h29ZT {c) (D^mmmmm 

1ml (2 X lO'lfflflS/ml) (d^L. O.SmgtDt';^-^ >- (Pierce) ^;S!jP;t, 4'CTn^rfgte#J^ 
^Llfeo 4^:. 200gT*55>rBlji'C^LT^t/cet^^PBST*4[£l^#UfCo ^#^(7)tfc^(C 
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X ^M^^y^T—aOmM Tris-HCl pH7.5. l%NP-40. ISOmM NaCK X200 Protease 
inhibitor cocktail(Sigma))?rlml;(3Px.. TRfflCSO^J^-rB^. 56^i6^[C$smM^Ltlo ^(D 

20,400g. 15:J>rB^ji'6UT. ±?t^|l]IIXU. 50 m It^rProteinA Sepharose 
FastFlowCAmersham Biosciences) {CjP;t/Co 4*0. 30^m<DmMW:W^n-^tc^s 4 

±rff^i5LHIDE1^7t#^755jS'^LfcSepharose(^^2^M^/>-r:7'^'!JK— -^(3H3)±rtlml 
^50 fi ic^rProteinA Sepharose FastFlow}3:An;t^ 4°C-eiB#PB^P— va^/bfc^jCO 

mmnmxm^i^. l2.5%^osDs-PAGE'5^vv^^fflv^T«^^t!)^nofco e. tmm 

conj. POD(MBL),bS^&$-fr:^c^^ Super signaHilctoT-ft^^^fe^frVV 
>K^^ttlLfCo ^m^l2l4ct;i^-ro 
[0083] 8. ^hHlDElin:^*:i:#M^#t^^iiS-^— ;^7^BDCA3%ffiV^/c:PBMC(Z>I:fi^^ 
^t6S#7i)^jbgi^LfcPBMC^. 2mM EDTA. 0.5%BSAA'9C)PBS-t?!^?lL. ^tL^'iX 
IxlO' cell/weli(Z)^«JlSa-^-C96well71/=ariy:7Vk^l^—h (FALCON) iC^t^^fCo 700g 
. 4t:T'2:9'^]if 'iKTOMY Multipurpose Refrigerated Centrifuge LX120)b. 
^ML-fZo Fcl/-fe:7'^— >^n-/i:7(iing/ml human igG)(Sigma)^#'i7a^/Vtci0/z 1-f o 
^APUT^rjat-lO^^-FBl^RLfc^. 2mM EDTA. 0.5%BSAA'9cDPBS-ei0f^#|RL 
^cBDCA3-PE^^(MUtenyi Biotec)^50 m 1^>!J0U. l^m. ^X^X^MLtio ^-^y-^ 
^=i>'Ka— /l^tUT. 2mM EDTA. 0.5%BSAA«9(?5PBS "eiOf^^^LfcIsotypic 
control IgGl-PE(lmmunotech)^'^fflLfCo ^^hCT)^!^^"^. ^'>3^/K^2mM EDTA 
, 0.5%BSAA'9(DPBS^100m I^^PU. 700g. 4°C-e25>ra3S'il.^LT±tff^M^LfCo ^ 
tl.^'b^— S^i^jgUTI^^^Ir^to/Co gfcr^^<^«(c:FITC7-</^L/chHlDEl*S^ 
^i$:(lH12)tr2M g/ml<D^g^-e50 ju l^SPb. 4'C-el^^|f^SL/Co ^.j^fT^^-^'^^^h 

/U^bT. 2mM EDTA. 0.5%BSAA'9(OPBS l?10{S^#-|RLfcIsotypic control 
IgGl-FITC(Immunotech)^^fflLfCo i5fcl^^3lH]fTV\ FCMffif^^— :/}C^L. PBS 

^<D^^. BDCA3^ttJilJ5a<^iai:A/,!f;&5HIDEl^-efc5w,h:6S:J>7{)^ofc(lllOb 
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[0084] 9. ^•^!>;^HIDEli5i<2|s:(?5SJ# 

#btl./cPCRM#J^®]#li^**fflJ3a^m^i^i5'— pcDNAS.l (Invitrogen) iC^tJ— 
:=:Xi/Lfc(pcDNA-mHIDEl)o ?it*5, ■^^^HlDElimH\DEl)(DCmMia^yc$'if^^ 
m^^f^^^0i^^^^—7!)>'T'f4:y^inX\^^^o pcDNA-mHIDEl^y7K:73ii5'hT5V 
2000 (Invitrogen) ^ffil/^T-^^^*&««L-celHC— ilt4{C2»AL. ^(D'^m^htl 
tzmHlDE\mm.MS^^in.J^t\^X. Wister^5/h(-:fe^L/Co :fei^$tb/c7?/b(7)y>'^-? 

mm±.m^'^>^V>i!^Vfc, ^^^M^y^c:J;l9mHIDElB^t*^K^S-r5*IOUa 

[0085] 10. i^-rh^hy(FCM) 

mHlDE1^^293Ti:^^M293'PbL<(i. mHIDEl^^L-cellt^^SllL-cell^. 
2mM EDTA. 0.5%BSAA'9(OPBS-eiS^lL. ^H-^'tLlxlO* cell/welKD^BBS^iS-Tr 
96well:7V':3f^v-://^:/U—h (FALCON) ^C^icV^fclo 700g. 4t:-e2^r^ig'L>(TOMY 
Multipurpose Refrigerated Centrifuge LX120)L> ±^^^$^Vtio ^<^^V\^^'-^± ( 
?f tr50 M l/weir^^3DL, ^fi-eSO^^aUfcio ^-J^^fT^^I^^^J^-hn—zViLT. 2mM 
EDTA. 0.5%BSAA'9c^PBS -eiOO{S-#r|RL/cIsotypic control IgGGl, 2a, 2b (MEL) 

fct#:<b(?:>^f£^=^. #!>3i;K::2mM EDTA, 0.5%BSAAI9(DPBS<SrlOOM l^SOb. 700g 

. 4x:x2^j^mm'Cs'Lx±m^mmi^tio ^ti^h^-mm^Mi^xmii^^n-otz, m 

^^ik(DmS^i^. 2mM EDTA, 0.5%BSAA'9(DPBS -e200f^#f5L/:iGoat F(ab')2 
Fragment Rat IgG (H+L)-PE(Immunotech)^40/z l/well"e^APL. ^M.XSO'Sf^f^W^ 
BLfCo ~^fe^#:OS/i£^#> ^7fc#^3lH]tTV\ lffll!S^2mM EDTA, 0.5%BSAA'9<D1 
ml PBS-T:!^^t. yt3—i^4hy-—^— (Cytomics FC500 Beckman coulter) -C^Sf^ff 
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[0086] 11. mraHlDElfetfl^^^T'fb-^— ^^7-^fflV^/cPBMC<7)-m^fe 

mnskm^^m'j)- (PBN4C) i^M-t^^n.mHlD\imi^(Dt^il^i^^m^^fcisb. 
c57BL6-^^^M^5ki)^h. Lmpholyte-Mammal (CEDARLANE) ^ffl V ^TPBMC^^ 

LfCo PBMC^. 2mM EDTA. 0.5%BSAA«9<7?PBST'Sil^L. ^H^lxixio' 
cell/wellC0*HlflS?S^-e96well7W^Vy/^:7V— h (FALCON) tCitl/^fCo 700g. 4X: 
•V2^m^iM'L<TOMY Multipurpose Refrigerated Centrifiige LX120)U. ±tt^J^^b 
fCo 100{^%|RLfciFcU-fe:7"^— :/Pi/iJ7(CD16/32fetft:) (Pharmingen) ^#!^7ai/H^ 
50jul-f O?^.A0L-C^?fil;il0^P^#eU/cfi. 2mM EDTA, 0.5%BSAAi9OPBST* 
100mi^3iRL/cPE7-</^$tL/c^f*:^50MlTo»L. mf^'i. 4t:-e#«L/Co ^ 
fflL/c^#:^±^ CDllb, CDllc. Isotypic control IgG2a, 2b (Pharmingen)T'fo-5o 
^i^t(D^^^"iks #i>3i/H::2mM EDTA. 0.5%BSAA»9cDPBS^100 /z li?JPL. 700g 

4^-CnB#rBlf^®bfcio ^;^/7^^:7^='>ht='— /l^^b-r. 2niM EDTA. 0.5%BSAA'9O 
PBS -ei00fT&#r5RUfcIsotypic control IgG2b-FlTC(Pharmingen)%'e6fflb/Co ?5fe?f ^ 
3|ll=fTl\ FCMffi^^— >^'{v:^U PBSTlml^;lbfc:1^^/^^•7a— 1^'1'M— ^5^— -t? 
giJ^b/Co *^m^l§lll(a). (b). El 12(a). mcfr^ir, 
[0087] 12. mmHIDEl^^$:{Cj:^-^'>;^JI$lli^llS<^^'fe 

lv:^i-?,^mHIDEl tJt#:0^j^;+t^li-<SfcJ6 . c57BL6-7^;^0 

mmmm^^mhtc. lo. -e^bfcPBMc^mc^^^sr^Tofco ^:^^ieii 
1(c). (d), 11112(c). (d)(i^-ro 

[0088] -^^P^m^^ (PBMC) i:-^l>;=^J3*liji*|Bfla(vl>^L-C. ^mHlDEli7C#: (5F8) tm^m^ 
•^-;(7-(CDllc)^fflV^fcZ:fi^#,O^^^CDllc^*fflllao-^:^SHIDEl|^^4 
-efe-5ri:;iS5>75.o/c(I1112b. dfiSi^[^)o CDllc{tNKm{-'b^mbTV^-5:65. 
HIDEl {iNK^flatCt^j-^mUTV V ^^.hM^>LTV ^5 (x—^^^-f) o 

[0089] ^ne>(^*tm;«i*bx ■^^:^HiDEm. \ihtmmi^. ^r^jki^(^#?i-r^¥^(0ii) 



wo 2005/070964 



36 



PCT/JP2005/000923 



So 

[0090] *^0^(cj:oT. Wcf£m^t-^-:fj-^mm^tifz^ mm^. skm^^m^-t^ 
nikm^w-ofc^mikmm^m-t^mmx^^o -M.i^it-r^t. 'W^^iz.mm 

. 'ifimWi^(Dm^ti^i^i]ui-^zt^^^htix\^^^zt^^h. ^m(Di^mi^i^k^R!:&(D 
mi^'^(D-^m^^^-r-h<Dxh?>^t^>hs m^^mm(DmwTiz:3iS}, ^xh^mm<D 
[0091] H\DBmmn5k^(Dm^iz^m^{cm^Lx\^-^^^t7!)-h. ±y^y—i^—^rcit-^ 

m^w\f^izisi^xmm^ib±m'r?>:iti^x^^^ cDumwrn^h'^f^^Ltim'^ 

M^i-i^mm^mmzm\^^hnXl^^(Pick\ et al., J. Immunol. (1996) 157: 
2850-9; Jefford et al.. Blood (2003) 102: 1753)o HIDEl^-x'— :^7— ^LTil^^^tl.'S 

mia-imm.L^x\^^fj:i^:it^^h.m,HiDEmi^^m^^xmniia.^>ibHiDEimm^^ 
^i^< . vi^y^m^Mm-r^^y-^i^tvxmm-r^zth'^mxh^o 
[0092] mmtv>y<^^mi^xmm.^-f^i^y^mptkm^^^m-r^:^m7!)mm^tix\,^^„ 
ej§oT. ^mm(DH]DEi-^-:fy-^mt^i-^m.i^^mm-rh:itiz.i.y)^ ^^^v^^ 

thHiDEu*. M-m(D^j^itRrjx^tiiimMizm-^\^x\,^^-^mm^h^. ^^tc^^c 
HiDEi(D^i^p^\z^{-f^m^t}^xmibMzfj:^h(Dtmn^tiho 
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(1) HIDElSfiK. 

[2] 2^<^xm^-^tp. ¥^*(^ittb;^feo 

(2) xm(l){C*5V>T. ^^*:i:^-^LfcM»^1^t±ii-§xa 

[4] JfiL^^^flSf^5|sf^^7l^ffiJ^ll^^s, B^^jk^/cfi-frM-efes. f»*ii2^fc{iii*^3iEit 

[5] ft *:3Sl|E^O^^is:^'^tf. m-^^mH^RU/^tznmm-r^fcifXD^^yho 
[6] ^oxm^^tp. ^>-t>P{;i*3iNTm^J;«9«t^«^«l^-r5^}£c 

(1) m^^SatrM^*II]J3S5>'fl::li^H^#^^TT-±g«^5xm, RXJ^. 

(2) Xa(l)-C^«^nfc*lDIS^ft*]«l|E«!c(^^#:<b^/^$-fr. HIDEl(D|gm^# 

[7] 1lft»C^BS^{bM2f lll^:^^GM-CSFSmL-4-I:-$>5. l«3jtIi6tB«c(^;^feo 

(2) xa(l)T'i§S$nfciNBiia^»*^l|5^0^#:i:^fti^-B:. HIDEIO^^^^ 
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[10] ^(Dxg^^tr. mmm^^m-r^:umo 

[11] mg|^tLfc^^^J3S(ci5ii^.^^i93Z.*iir5XjiM^$f3{c-^tf . l*^iilOtSffi(7);^j& 

o 

[14] mm^thtcm^mmK ^^^mmm(D^mRx/ym}^<iimm.^tz..it.^^m ( 

[15] iik<DT.m^^U. ■vi?o:7T-v^^5i#i-S;^feo 

(2) xa(i)tc:*3v ^xi7ii$^ti^^vfzsSsLmms^^\Bii^-r^i:m. 
«-rsxg. 

(4) j:m3)xmm^tifzmji^^nMmimm(Di7iWtmm^'^. HiDEK^^m^^t 
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[16] mmi^fcmji^^^hi^mmt-r^x.m^t^ts'. m>kmi5mm.(Dj^W:. 

[17] mm^thtz-^^^yr-i^-AK mmmmcDim. mm. my^fmm. i E.^^mm 

(2) xa(i){c*5v^T. m.m^m^^tLfj:^^^tz!kmmm^^i!sL-r^TM 
[19] 7jz(Di:m^^tsWimtv^^y<m^m^-i-^:fj'mo 

(3) Xa(2){CdoV^T[HlllX^i^fcly:/^ °^^J:«-r5,X@, joitj^' 

(4) T.umc:}o\^^xmm^nfzv>^m^mmtv. fstt^fby^^^'^^mnxi-^x 
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m2] 



yT^J\^^ : ^'t^A HIDEl (mHIDEl) 

J^S^ : 666 

: t K HIDEl (hHIDEl) 
ik&WL : 6 90 

[73 . 932% / 702 bp] 

mHIDEi:i • ATGCCCTGGACCATCCTGCTGTTTGCATCTGGCTCCTTGGCCATCCCTGCACCATCCATC 

************* ***** ************ 

hHIDEi: 1 " ATGCCCTGGACCATCTTGCTCTTTGCAGCTGGCTCCTTGGCGATCCCAGCACCATCCATC 
6 1 • TCCTTGGTGCCCCCCTACCCAAGCAGCCACGAGGACCCCATCTACATCTCGTGCACAGCC 



61" CGGCTGGTGCCCCCGTACCCAAGCAGCCAAGAGGACCCCATCCACATCGCATGCATGGCC 

121' CCAGGGGACATCCTAGGGGCCAATTTTACCCTGTTCCGAGGGGGAGAGGTGGTCCAGCTA 

121" CCTGGGAACTTCCCGGGGGCG AATTTCACACTGTATCGAGGGGGGCAGGTGGTCCAGCTC 

181' CTACAGGCCCCCTCAGATCGGCCTGATGTAACATTCAATGTGACTGGTGGTGGCAGTGGT 
** ********* * ** * ** * ***** ** *** * ** **** 

181" CTGCAGGCCCCCACGGACCAGCGCGGGGTGACATTTAACCTGA GCGGCGGCA 

241' GGTGGCGGTGAGGCTGCTGGGGGGAACTTCTGCTGTCAATATGGTGTGATGGGTGAGCAC 
** * ***** * ***** **** *** ** ***** *** * ******* * 

233" GC AGCAAGGCTCCAGGGGG ACCCTTCCACTGCCAGTATGG AGTGTTAGGTGAGCTC 

301 • AGTCAGCCCCAGCTGTCGGACTTCAGCCAGCAGGTGCAGGTCTCCTTCCCAGTCCCCACC 
* *** ********** *** ***** *** »** * *************** ***** 

2 8 9 AACCAGTCCCAGCTGTCAGACCTCAGCGAGCCCGTGAACGTCTCCTTCCCAGTGCCCACT 

361 • TGGATCTTGGCACTCTCCCTGAGCCTGGCTGGAG- -CT-GTGCTGTTCTCAGGGCTGGTG 
********** ******************** * ** * ** * * ********* 

34 9 H TGGATCTTGGTGCTCTCCCTGAGCCTGGCTGGTGCCCTCTTCCTCCTTGCTGGGCTGGTG 

418* GCCATCACAGTGCTGGTGAGAAAAGCTAAAGCCAAAAACTTACAG AAGCAGAGAGAGCGT 
** * * ** **** ******* **** ** *** ********* * ***** ** 

409" GCTGTTGCCCTGGTGGTCAGAAAAGTTAAACTCAGAAATTTACAGAAGAAAAGAGATCGA 

47 8' GAATCCTGCTGGGCTCAGATCAACTTCACCAATACAGACATGTCCTTTGATAACTCTCTG 
************** ***** ****** ** ************** ******** *** 

46 9** GAATCCTGCTGGGCCCAGATTAACTTCGACAGCACAG ACATGTCCTTCGATAACTCCCTG 

538' TTTGCTATCTCCACGAAAA TGACTCAGGAAGA 

*** * ***** ****** ** * * ***** 

529" TTTACCGTCTCC6CGAAAACGATGCCAGAAGAAGACCCGGCCACCTTGGATGATCACTCA 

57 0 • CTCAGTGGCAACCCTAG- -ACTCAGGGCCTCGGAAGAGGCCCACCTCTGCATCATCC 

** ** ** *** ** **** ** * ************** ** * ** *** 

589" GGCACCACTGCCACCCCCAGCAACTCCAGGACCCGGAAGAGGCCCACTTCCACGTCCTCC 
625 ' TCTCCGGAGCCCCCTGAGTTCAGCACTTTCCGGGCCTGCCAG (IHJlJS-^- ■ 1) 
64 9" TCGCCTGAGACCCCCGAATTCAGCACTTTCCGGGCCTGCCAG (EJUS"^ : 5) 
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